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AMENDMENT AND RESPONSE TO OFFICE AC TION 
Amendment 
In the Claims 

I. (currently amended) An orally administerable abuse-deterrent pharmaceutical 
eom.posit oi 1 i ei ■ w e amoimt - of adi^ ^-ffefie-te^bBse 




(a) a c ompo steeB-eeinp»s«H* a therapeutically effective amount of a lipeph-Hie 
d&ri-va-t-i-v-tj-o-f-a drug prone to abuse, and 

(b) a %vater-insolubkv)^ feyably ■ lip o ph i li c , formulation comprising a 



group consisting of j tl ■ duees. waves, wa^ i 1 i lanc es and mixtures 
there of 

' 1 f i tii in the ter-i ubie formul ation, and 

l i ! i i i j ! i mica i pmla n ■ t , r t " ,^ ' - lL ^ " -< 

intcgrin H the u i > ' , . u-d to an 

aqueous medium 

2. (currently amended) The An orally admini sterable abuse-deterrent 
pharmaceutical composition of claim 1 comprising a therapeutically effective amount of 
a lipophilic derivative of a drug prone to abuse dispersed within a carrier materia l winch 
i eubci_sh.w \ v iul K vt oatcs oi mso! hk mjmyj > 

3. f original) The composition of Claim 1 , wherein the composition is a 
control leckreiease pharmaceutical composition. 

4. (currently amended) The composition of claim 2 k wherein the drug is 
dispersed within the water-insoluble formulation, and prevents the immediate release of a 
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Mij.^i-imM portion of incorporated drug when the physical integrity of the composition is 
compromised and the resulting material is exposed to an aqueous or non-aqueous 
medium. 

5. (currenily amended) The composition of Claim £ 4, wherein the portion of the 
drug released immediately is less than 80% of the total amount of drug incorporated into 
formulation. 

6. (currently amended) T he composition of Claim 4 +, wherein the composition 
prevents the immediate release of a substantial portion of incorporated drug when the 
physical integrity of the composition is compromised and the resulting material is 
exposed to an aqueous mediim^ v\dierein the formulation comprises mater ials selected 
from the grou p consisting of fats, fatty sub sta nces, waxes, wax-like s ubstances and 
mixtur es thereof , 

7. (original) The composition of Claim 6. wherein the portion of the drug 
released immediately is less than 80% of the total amount of the drug incorporated into 
the composition. 

8. (original ) The composition of Claim 1 wherein the drug prone to abuse is 
selected from the group consisting of 1-phenylcyclohexylamine, 1- 
pipcf'idinocyeSohexanecarbonitrile, aifentaniL aiphaeetyhnethadol, alphaprodine, 
alprazolam, amobarbilal amphetamine, anileridine, apomorphine. aprobarbital. barbital, 
barbituric acid derivative, bemidone, benzoyiecgonine, henzphetamine, 
betacetyi.methad.oh betaprodine, bezitramide, bromazepam, buprenorphine, butabarbitab 
butalbitah butorphanoh camazepam, cathine, chiorah chlordiazepoxide. clobazam, 
clonazepam, elorazepate, clonazepam, doxazolam, cocaine, codeine, chlorphentermine, 
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delorazepam. dexfeniluramine. dextromoramide, dexiropropoxypben, dezocine. 
diazepam, dietbyipropion, difenoxin, dihydrocodeine, dihydromorphine. dioxaphentyl 
huiyrate, dipanone. diphenoxylate, dipreftorphme, ecgonine, enadoline, eptazoeine, 
estazolam, ethoheptazine. ethyl lofiazepate, ethylmorphine, etorphine, femproponex, 
fencamfamin, fenfluramine, fentanyl. fiudtazepani, flunitrazepam. flurazepam. 
glulethimide, haiazepam, haloxazolam, hexalgon, hydroeodone, hydromorphone, 
isomethadone, hydrocodone, ketamine. ketazolam, ketobemidone, levanone. 
levoalphaeetylmethadol, ievomethadone, ievomcthadyi acetate, levomethorphan, 
levorphanoJ. lofentanil, loperamide, loprazoiam, lorazepam, lormetazepam, lysergic acid, 
lysergic acid amide, mazindol, medazepam, mefenorex, meperidine, meptazinol. 
metazocine. methadone, methamphetamine, methohexital, methotrhriepra2ine, 
methyJdihydromorphmone, methylphenidate, methy Iphenoharbital , meiopon, morphine, 
nabiione, nalbuphine, nalbupme, nalorphine, narceine, nefopam, nkomorphine, 
nimetazepam, nitrazepam, nordiazepam, normethadone, normorphine, oxazepam, 
oxazoiam, oxycodone, oxymorphone, pentazocine, pentobarbital, phenado.xone, 
phenazoctne. phencyclidine, phendimetrazine, phenmetrazine, pheneridine, piminodine, 
prodilkline, properidine. propoxyphene, racemethorphan. racemorphan, racemoramide, 
remifentariii, secobarbital, sufentanil, talbutai, thebaine, Ihiamylal, thiopental, tramadol, 
trimeperidine, vinbarbital, ailobarbitone, alprazolam, amylobarbitone, aprobarbital 
barbital, barbitone. benzpheiamine, brallobarbital, bromazepam, brotizolam, buspirone, 
butalbiial, butobarbitone, butorphanol, camazepam, eaptodiame, carbromal, carfentanik 
earpipramme, cathine, chloral, chloral betaine, chloral hydrate, chloralose, 
chlordiazepox ide. ehiorhexadol, chlormethiazole edisylate, chlorraezanone, cinolazepam , 
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clobazarn, potassium ciorazepate, clatiazepam, cioxazoiam, cyclobarbitone. 
dcioia/cpam dex fenfluramine, diazepam, diethylprapion, difebarbamate. difenoxin, 
enciprazine, estazolano ethyl ioflazepate, etizolam, febarbamate. feneamfamin. 
fenfluramine, fenproporex, fluanisone, iludiazepam, sTuniiraara, flunitrazepam, 
tlurazepain flutoprazepam gepirotK glu mide. hal Dam haloxazolam 
hexobarbitone. iboraal, ip.sapi.rone. ketazolam, loprazolaro mesylate, lorazcpam, 
lormetazepam. mazindol, mebutaniate. medazepam. mefenorex, niephobarbitai, 
meprobamale. metaciazepam. methaqualone, methohexitai. methylpentynol, 
methylphenobarbkal, midazolam, nbiazolam, morphine, nimetazepam, nitrazepam, 
nordiazepam. oxazepam, oxazolain, paraldehyde, pemoline, pentobarbitone, pentazocine, 
pentobarbital phencyclidine, phcnobarbitah pheridirnetrazine. phenmetrazinc, 
pbenprobamace, phentermine, phenyaeetone, pinazepam, pipradol prazepam, 
proxibarbal, quazepam. q tana [baritone, secobarbital, secbuiobarbitone, sibutramine, 
lemazepum. letrazepam. triazolam, triclofos. zalepan. zalepion. zolazcparm Zolpidem, and 
zopiclone. 

9. (original) The composition of Claim 2, wherein the lipophilic derivative of a 
drug is a tree base or a free acid of the drug. 

10, (original) The composition of Claim 2, wherein the lipophilic derivative of a 
drug is a salt comprising the ionized drug and a lipophilic counter-ion. 

1 I . (original) The composition of Claim 2, wherein the lipophilic derivative of a 
drug is a complex comprising one or more components selected from the group 
consisting of drug molecules, metal cations, and lipophilic counter-ions. 
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1 2. (original) The composition of Claim 2, wherein the lipophilic derivative of a 
drug is a complex comprising one or more components selected from the group 
consisting of drug molecules, metal cations, and cyelodextrin molecules. 

! 3. (original; The composition of Claim 2 wherein the drug is complexed with a 
metal cation selected front the group consisting of zinc, calcium, magnesium, bismuth 
and combinations thereof 

14. (canceled) 

15. (original) The composition of Claim 2, wherein the lipophilic derivative of a 
drug is a complex comprising the drug and a cyelodextrin. 

16. (original) The composition of Claim 2. wherein the lipophilic derivative of a 
drug is an ester or amide formed between the drug and a fatty acid. 

17. (original) The composition of Claim 4- 2, wherein the drug is incorporated 
into a plurality of individual microparticles comprising a materia! that is either slowly 
soluble in water or water insoluble. 

1 8. (original) The composition of Claim 1 7 wherein the microparticles comprise 
a wax or wax-like material. 

19. (original ? The composition of Claim 17 wherein the microparticles comprise 
a fat or a fatty substance. 

20. (original.) The composition of Claim 17 wherein the microparticles comprise 
a material selected from the group consisting of naturally water insoluble proteins, 
naturally water insoluble polysaccharides, naturally water insoluble lipids and 
phospholipids, cross-linked water soluble proteins, cross-linked water soluble 
polysaccharides, cross-linked water soluble cyclodextrins and combinations thereof. 
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21. (original) The composition of Claim 17 wherein the individual 
microparticlcs are coaled with one or more independent layers, where at least one of the 
layers is water insoluble and is degraded by enzymes of the human gastrointestinal tract. 

22. (original) The composition of Claim 1 wherein the drug is in the form of 
individual drug particles coated with one or more independent layers where at least, one 
of the layers is water insoluble and is degraded by enzymes of the human gastrointestinal 
tract. 

23. ( original) The composition of Claim 21 wherein at least one of the layers is 
water-insoluble, organic solvent-insoluble, and degradable by enzymes present in the 
human gastrointestinal tract. 

24. (original) The composition of Claim 21 comprising materials wherein a 
combination of these materials is not soluble in water, organic solvent, or any 
eo.mbi nati on thereo f. 

25. (original) The. composition of Claim 21 wherein the composition is not 
completely soluble, and 

wherein the dmg is not fully released in a single solvent or enzyme solution. 

26. (original) 'The composition of Claim 21 wherein the enzymatically 
degradable layer(s) comprise a material selected from the group consisting of naturally 
water insoluble proteins, naturally water insoluble polysaccharides, naturally water 
insoluble lipids and phospholipids, cross-linked proteins, cross-linked polysaccharides, 
and. combinations thereof. 

27. (original) The composition of Claim 1 wherein the drug prone to abuse is co- 
administered with a drug thai has no appreciable abuse potential 
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28. (original) The composition of claim 1 formulated for the drug to be 
immediately released upon oral administration, 

29. (original) The composition of claim 1 wherein the drug prone to abuse is 

oxycodone. 

30-32. (canceled) 

33. (new) The composition of Claim 2 wherein the drug prone to abuse is a 
lipophilic derivative of a drug selected from the group consisting of 1- 
phenylcyelohexylamme, I -piperidinocyclohexanecarbonitrile, alfentanil, 
aiphacetyiniethadol, alphaprodine, alprazolam, amobarbital, amphetamine, aniiendine, 
apomorphine. aprobarbilal, barbital barbituric acid derivative, bemidone, 
benzoyleegonine, benzphetamine, betacetylmefhadoi, betaprodine, bezitramide, 
bromazepam. buprenorpiiine, butabarbital. butalbhal, btitorphanol, camazepam, caihine, 
chloral. chlordiazepoxids, elobazara, clonazepam, clorazepate, clonazepam, doxazolam, 
cocaine, codeine, ehiorphentermine, delorazepam, dexfenflurarnine, dextromoramide, 
dextropropoxyphen, dezocine, diazepam, diethyipropion, difenoxin, dihydrocodeine. 
dihydromoiphine, dioxaphenty! butyrate, dipanone, diphenoxylate, diprenorphine, 
ecgonine. enadoline. eptazocine, estazolam, ethoheptazine, ethyl loflazepate, 
eihylmorphine, etorpbtne, femproponex, fencamfamin, fenfluramine, fentanyl 
fludiazepam, lluniirazepam, fiurazepam, glutcthimide, halazepam, haloxazolam, 
hexaigon, hydrocodone, hydromorphone, isomclhadone, hydrocodone, ketamine, 
ketazolam, ketobemidone, levanone, Sevoalphacetyimethadol ievo methadone, 
ievomethady! acetate, levomethorphan, ievorphanof lofentanil. loperamide, loprazoiam. 
lorazepam, lornielazepam, lysergic acid, lysergic acid amide, mazindol, medazepam, 
mmrn 8 cp loo 
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mefenorex. meperidine, meptazinoL metazocinc, methadone, methatnphetamine. 
mediohexital, methotriraeprazme, methyldihydromorphinone. methylphenidate, 
meihyiphenoharbital. metopon, morphine, nabilone, nalbuphine, nalbupine, nalorphine, 
narceine nefop m nieomorphin nime m hit zep m nordiazepan 
nomielhadone, normorphine, oxazepam, oxazolani, oxycodone, oxymorphone, 
pentazocine, pentobarbital, phenadoxone, phenazocine, phencyclidine. phendimctrazme, 
phenmetrazine, pheneridine, piminodine, prodilidine, properidine, propoxyphene, 
racenielhorphan. racemorphan, racemoraraide, remifentanil, secobarbital . sufentanil, 
taibutal, thebaine, ihiainylal. thiopental, tramadol, trimeperidine, vinbarbital, 
allobaibitone, alprazolam, amylobarbitone, aprobarbiial, barbital, harbitone, 
benzpbetamine, braliobarbital. bromazepam, brotizolam, buspirone, butalbiia!, 
buiobarbitone, butorphanol, carnazepam, captodiarne, carbromal, carfentanil, 
carpipramine. cathine, chloral, chloral hetaine, chloral hydrate, chloralose, 
chlordiazepoxide, chlorhexadol chlormethiazole edisylate, chlormezanone, cmolazepam, 
elobazam, potassium clorazepaie, ciotiazepam, efoxazoiam. cyclobarbitone, 
delorazepam. dexlenfluramine. diazepam, dietiiylpropion, difebarbamate. difenoxin, 
eneiprazine, estazolam, ethyl ioflazepate, etizolam. febarbamate, fencamfamin, 
lenflurarairie, fenproporex, fiuanisone, fludiazepam, flunitraam, ilimkrazepam, 
flurazepam, flutoprazepam, gepirone, glutethimtde, halazepam, haioxazolavn, 
hexobarbitoue, ibomah ipsapirone, ketazolam, loprazolam mesylate, iorazepam. 
lormetazepam. mazindoL mebutamaie, medazepam, mefenorex, mephobarbital, 
meprobamate, metaelazepam, methaquaione, mediohexital, rn ethyl pen tynob 
meihyiphenoharbital, midazolam, milazoiam, morphine, nimetazepam, nitrazepam, 
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nordiazepam, oxazepam, oxazolam. paraldehyde, pemoline, pentabarbitone, pentazocine, 
pentobarbital phenevciidine, phenobarbital, phendirnetrazine, phenmetrazine, 
phenprobamate. phentermine, pbeny'acetone, pinazcpam, pipradol, prazepam, 
proxibarbal. quazepam, quinalbaritone, secobarbital, sechutobarbitone. sibutramine, 
iemazepam, tctrazcpam, triazolam, trielofos. zalepan, zalepkm, zolazepam. Zolpidem, and 
zopi clone. 

34. (new) The composition of Claim 2 wherein the lipophilic derivative is 
dissolved in the carrier material in a molten state to result in a uniform dispersion within 
the carrier material. 

35. (new) The composition of Claim 2 wherein the lipophilic derivative is 
dissolved in a co-solvent along with a carrier material to result in a uniform dispersion 
within the carrier material 

36. (new) The composition of Claim 10 wherein the lipophilic counter-ion is 
selected from the group consisting of stearic acid, palmitic acid, and mixtures thereof. 

37. (new) The composition of Claim 1 comprising one or more excipients 
selected from the group consisting of stearic acid, palmitic acid, and mixtures thereof. 

38. (new ) T he composition of Claim 1 comprising one or more excipients 
selected from the group consisting of beeswax, carnauba wax. hydrogenated oil and 
mixtures thereof. 
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